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Abstract: Japanese encephalitis (JE) is one of the most important mosquito-borne viral
diseases in Asia. Pigs are a natural host and the amplifier of JE virus. The sero-conversion
rate to JE virus in sentinel pigs reflects the activity of JE virus in the region. We analyzed
whether precipitation has any effect on the sero-conversion rate to JE virus in sentinel pigs.
Linear regression analysis was performed to determine the correlations between the levels
of precipitation and sero-conversion rates to JE virus, in the entire year and during
summertime over the period of 32 years from 1969 to 2000. The levels of the annual and
summertime precipitation demonstrated statistically significant positive correlations with
sero-conversion rates for the whole of the country and for some regions in Japan. The levels
of the summertime precipitation, on the other hand, demonstrated statistically significant
inverse correlations with the sero-conversion rates in other regions. Further, the levels of
precipitation during preceding 10-day periods from days 1-40 before blood collection
showed inverse correlation with antibody-positive rates in some regions. The results
indicate that the relationship between the annual and summertime precipitation, and the
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sero-conversion rate to JE virus is complex; both positive and inverse effects are
demonstrated depending on the regions.
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1. Introduction

Climate change affects various aspects of human health, including infectious diseases. Vector-borne
infectious diseases and water-borne infectious diseases are two main categories of infectious diseases
that are forecasted to be most affected [1-3]. However, the levels of the effects and the mechanisms
have not been fully understood [4-6]. The levels and types of the effects on the same infectious disease
may be different, depending on the geographical location and the socio-economic status.

Japanese encephalitis (JE) is a mosquito-borne viral encephalitis with a high mortality rate and a
high percentage of neuro-psychiatric sequelae [7]. JE occurs endemically and/or epidemically in many
Asian countries. Approximately 50,000 cases of JE have been reported annually worldwide [7].
The principal vector of JE virus in East Asia, including Japan, is Culex tritaeniorhynchus. JE virus is
maintained in Nature between vector mosquitoes and domestic pigs in endemic regions [8]. Pigs also
act as the amplifier for JE virus [8]. Nawe pigs are highly susceptible to JE virus. They develop high
levels of viremia and specific antibody after infection with JE virus by bite of infected mosquitoes.
Uninfected mosquitoes are then infected by biting infected pigs with high levels of viremia.

The number of human JE cases is determined by multiple factors such as the activity and numbers
of vector mosquitoes, the location of pig farms, and the percentage of protective antibody-positivity in
humans. The levels of JE virus activity in nature, thus, is not directly reflected by the number of JE
cases in the countries where JE vaccination has been strongly implemented and most of the population
have protective immunity. In those countries, the most reliable parameter of JE virus activity is
sero-conversion rate among sentinel naive pigs [8,9].

The vector mosquitoes begin to be detected in May, sero-conversion of pigs begins and occurrence
of human cases follows in Japan [9]. Pigs are usually slaughtered to be shipped to the market before
6 months of age. Most pigs are, thus, born after JE season is over in the previous year. The newly born
pigs are na'we to JE virus when the new epidemic season starts in the following year.

We have reported that temperature has positive effect on sero-conversion rates to JE virus in
sentinel pigs (Kurane et al., submitted manuscript). The effect of precipitation on the sero-conversion
rates among pigs has not been well understood. In the present study, we analyzed whether annual and
summertime precipitation has any effect on the sero-conversion rates among sentinel pigs in Japan.
There are positive correlations between the precipitation and sero-conversion rates for the whole of
Japan. On the other hand, there are inverse correlations in some of the regions. The results suggest that
the effects of precipitation on the sero-conversion rates in sentinel pigs are complex, and that the
patterns of rainfalls may determine the effect.
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2. Experimental Section
2.1. Sero-Conversion rate in Sentinel Pigs

JE surveillance has been implemented since 1965 in the National Epidemiological Surveillance of
Vaccine Preventable Diseases by the Ministry of Health and Welfare (currently the Ministry of Health,
Labour and Welfare) of Japan [9]. Sero-conversion rates to JE virus in sentinel pigs were assessed by
measuring hemagglutination inhibition (HI) antibody to JE virus 2—-3 times a month by the member of
vaccine preventable diseases surveillance program of Japan from May to October. Sero-conversion
rates of sentinel pigs from 1969 to 2000 in the prefectures throughout Japan were obtained from the
Reports of the National Epidemiological Surveillance of Vaccine Preventable Diseases by the Ministry
of Health, Labour and Welfare, and used in the present study. Two types of data were used as the
sero-convertion rate; the mean HI anibody-positive rate and the maximum HI antibody-positive rate
during the survey period in respective years in each of the participating prefectures. These two
parameters were used, because they represent different aspects of JE virus activities in Nature.

Figure 1. Four regions of Japan designated in the study. Japan was divided into
four regions according to the locations: north (purple), central (green), west (pink) and
south (orange).

2.2. Meteorological Data

The annual precipitation from 1969 to 2000 in the respective cities was obtained from the Japan
Meteorological Agency [9]. The meteorological data of the cities where the pig farms or slaughter
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houses were located were used. When the meteorological data were not available at the cities, the data
of the closest cities available within the respective prefectures were used. The annual means of the
daily precipitation and the means during summertime (June, July and August) for each prefecture were
calculated and used for the analyses.

2.3. Statistical Analyses

Linear regression analysis was performed to determine the correlation between antibody-positive
rate in sentinel pigs, and the annual precipitation and that during summertime (June, July and August),
for each of the participating prefectures. In some analyses, Japan was divided into four regions: region
1 (north), region 2 (central), region 3 (west) and region 4 (south), as indicated in Figure 1. It takes
several weeks for newly hatched mosquitoes to be able to transmit JE virus. The effects of the rainfall
during preceding 10 day-periods from days 1-50 before blood collection on sero-conversion rates
were, therefore, also analyzed. R? is the coefficient of determination. P values lower than 0.05 were
defined to be statistically significant.

3. Results and Discussion
3.1. The Relationship between the Annual Precipitation and Sero-Conversion Rate in Sentinel Pigs

The relationship was analyzed between the annual precipitation and the levels of antibody-positive
rates. Two types of the sero-conversion data were used: the mean and the maximum sero-conversion
rates in respective years. The relationships were analyzed for the whole of Japan, and for each of the
four regions shown in Figure 1 (Table 1).

Table 1. Relationship between the annual and summertime precipitation and sero-conversion
rate to JE virus in sentinel pigs.

:rei(rjlods Sample Mean HI positivity Maximum HI positivity

. Number | Inclination | R? p Inclination R? p
Regions
Year-round

Entire 947 0.0096 0.0446 | 1.899 <10 ** | 0.0153 0.0529 | 7.790 x10°*®
Japan

Region1 | 167 0.0070 0.0223 | 0.054 0.0188 0.0250 | 0.041
(North)

Region 2 | 280 0.0031 0.0069 | 0.166 0.0053 0.0065 | 0.179
(Central)

Region3 | 199 —0.0061 0.0154 | 0.081 —0.0094 0.0399 | 0.005
(West)

Region4 | 301 0.0045 0.0183 | 0.019 0.0027 0.0063 | 0.170
(South)
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Table 1. Cont.

Periods and | Sample Mean HI positivity Maximum HI positivity
Regions Number | Inclination | R? [ p Inclination | R* | p
June, July and August
Entire Japan | 941 0.0474 0.0387 | 1.156 x10° | 0.0706 0.0384 | 1.344 x10°°
Regionl 165 0.0009 0.00001 | 0.968 0.0229 0.0012 | 0.659
(North)
Region 2 279 —0.0468 0.0174 | 0.028 —0.0942 0.0225 | 0.012
(Central)
Region 3 197 —0.0677 0.0574 | 0.001 —0.0850 0.0969 | 8.490 x10°°
(West)
Region 4 300 0.0137 0.0078 | 0.127 0.0061 0.0014 | 0.519
(South)

The levels of the annual precipitation demonstrated statistically significant positive correlations with
both the mean and maximum sero-conversion rates for the whole of the country (p = 1.899 10! with
the mean sero-conversion rate, and p = 7.790 x 10** with the maximum sero-conversion rate)
(Figure 2). The levels of annual precipitation also demonstrated statistically significant positive
correlations with the mean sero-conversion rates for region 4 (p = 0.019), and with the maximum
sero-conversion rate for region 1 (p = 0.041) (Table 1). On the other hand, the levels of the annual
precipitation demonstrated statistically significant inverse correlations with the maximum sero-conversion
rate for region 3 (p = 0.005).

Figure 2. Relationship between annual precipitation and sero-conversion rate to JE virus in
sentinel pigs in the whole of Japan. (a) Statistically significant positive relationship with
the mean sero-conversion rate (p = 1.899 = 10 ™). X-axis: precipitation during the period
(mm), Y-axis: sero-conversion rate to JE virus (%); (b) Statistically significant positive
relationship with the maximum sero-conversion rate (p = 7.790 < 10 *%). X-axis: precipitation
during the period (mm), Y-axis: sero-conversion rate to JE virus (%).
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3.2. The Relationship between the Summertime Precipitation and Sero-Conversion Rate in Sentinel Pigs

The levels of the summertime precipitation demonstrated statistically significant positive correlations
with both the mean and maximum sero-conversion rates for the whole of Japan (p = 1.156 x 10°
with the mean sero-conversion rate, and p = 1.344 x 10 ° with the maximum sero-conversion rate)
(Table 1, Figure 3).

Figure 3. Relationship between summertime precipitation and sero-conversion rate to JE
virus in sentinel pigs in the whole of Japan. (a) Statistically significant positive relationship
with the mean sero-conversion rate (p = 1.156 x 10°°). X-axis: precipitation during the
period (mm), Y-axis: sero-conversion rate to JE virus (%); (b) Statistically significant
positive relationship with the maximum sero-conversion rate (p = 1.344 x 10°°%). X-axis:
precipitation during the period (mm), Y-axis: sero-conversion rate to JE virus (%).
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Figure 4. Relationship between summertime precipitation and sero-conversion rate to JE
virus in sentinel pigs in the region 2 (central region). (a) Statistically significant inverse
relationship with the mean sero-conversion rate (p = 0.028). X-axis: precipitation during
the period (mm), Y-axis: sero-conversion rate to JE virus (%); (b) Statistically significant
inverse relationship with the maximum sero-conversion rate (p = 0.012). X-axis: precipitation
during the period (mm), Y-axis: sero-conversion rate to JE virus (%).
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The levels of the summertime precipitation, on the other hand, demonstrated statistically significant
inverse correlations with the mean sero-conversion rates for region 2 (p = 0.028) and region 3
(p = 0.001), and with the maximum sero-conversion rate for region 2 (p = 0.012) and for region 3

(p = 8.490 <10 °) (Table 1, Figures 4 and 5

).

Figure 5. Relationship between summertime precipitation and sero-conversion rate to JE
virus in sentinel pigs in the region 3 (west region). (a) Statistically significant inverse
relationship with the mean sero-conversion rate (p = 0.001). X-axis: precipitation during
the period (mm), Y-axis: sero-conversion rate to JE virus (%); (b) Statistically significant
inverse relationship with the maximum sero-conversion rate (p = 8.490 x< 10°°). X-axis:
precipitation during the period (mm), Y-axis: sero-conversion rate to JE virus (%).
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3.3. The Effect of the Precipitation during Previous Days on the Sero-Conversion Rate to JE

Virus in Pigs

We determined whether the levels of precipitation during preceding days before blood collection
have any effect on the sero-conversion rate. The relationship was analyzed between the maximum
sero-conversion rate in sentinel pigs and the levels of rainfall during preceding 10-day periods from
days 1-50 before blood collection (Table 2).

Table 2. Effect of the precipitation during preceding 10-day periods from day 1 to day 50
before blood collection on the maximum sero-conversion rate to JE virus in sentinel pigs.

Period Sample Number Inclination R® p

1-10 days

Entire Japan 6,580 —0.2876 0.0026 3.502 x10°°
Region1 (North) 879 0.5632 0.0148 3.002 <107
Region 2 (Central) 2,078 0.1385 0.0006 0.264
Region 3 (West) 1,599 —0.9662 0.0191 2.878 x10°°
Region 4 (South) 2,024 -0.6188 0.0191 4273 <101
11-20 days

Entire Japan 6,590 —0.4262 0.0059 4279 x10°%°
Region1 (North) 882 0.4695 0.0110 0.002
Region 2 (Central) 2,080 —0.3444 0.0033 0.009
Region 3 (West) 1,599 -1.4403 0.0409 3.210 <107
Region 4 (South) 2,029 —0.5990 0.0188 5.586 <10 *°
21-30 days

Entire Japan 6,593 -0.3330 0.0037 7.706 <107
Region1 (North) 886 0.2694 0.0031 0.098
Region 2 (Central) 2,079 -0.7207 0.0142 5.050 x10°®
Region 3 (West) 1,598 -1.4713 0.0414 2.150 <107
Region 4 (South) 2,030 —0.3450 0.0068 1.997 <107
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Table 2. Cont.
Period Sample Number Inclination R? p
31-40 days
Entire Japan 6,588 —-0.0570 0.0001 0.417
Regionl (North) 883 0.3161 0.0038 0.067
Region 2 (Central) 2,069 —0.3561 0.0031 0.011
Region 3 (West) 1,605 —1.0472 0.0210 5.480 x107°
Region 4 (South) 2,031 —0.1814 0.0017 0.063
41-50 days
Entire Japan 6,596 0.4577 0.0063 1.080 <107
Regionl (North) 885 0.2640 0.0023 0.154
Region 2 (Central) 2,090 —0.0575 0.0001 0.683
Region 3 (West) 1,604 —0.2592 0.0012 0.166
Region 4 (South) 2,017 0.3596 0.0065 2.895 <107

The levels of precipitation during preceding days demonstrated statistically significant inverse
correlations with sero-conversion rates during preceding days 1-10 for the whole of Japan
(p = 3.502 x107°), region 3 (p = 2.878 %10 ®) and region 4 (p = 4.273 x10'9), during preceding days
11-20 for the whole of Japan (p = 4.279 x 10'°), region 2 (p = 0.009), region 3
(p = 3.210 =< 107*°) and region 4 (p = 5.586 x10'%), during preceding days 21-30 for the whole of
Japan (p = 7.706 =< 107), region 2 (p = 5.050 x 10°®), region 3 (p = 2.150 x 10*®) and region 4
(p = 1.997 x 10%), and during preceding days 31-40 for region 2 (p = 0.011) and region 3
(p = 5.480 x 10°%). On the other hand, the levels of precipitation demonstrated statistically
significant positive correlations with sero-conversion rates during preceding days 1-10 for region 1
(p = 3.002 x10™%), during preceding days 11-20 for region 1 (p = 0.002), and during preceding days
41-50 for region 4 (p = 2.895 x107%).

3.4. Discussion

The effect of precipitation on the sero-conversion rate to JE virus in sentinel pigs was examined.
As the meteorological parameter, we used: (i) the annual precipitation; (ii) the precipitation during
summertime (June, July and August). The data on percent antibody-positive rates were used from 1969
to 2000, because high levels of sero-conversion to JE virus were constantly detected during this period.
The results suggest that the relationship between the annual and summertime precipitation, and the
sero-conversion rate to JE virus is complex; there were statistically significant positive correlations in
the whole of country and in some of the regions; and there were also statistically significant inverse
correlation in other regions.

Pigs are a natural host and the amplifier of JE virus in the JE virus transmission cycle in nature [7].
In Japan, the vector mosquitoes begin to be detected in May [9]. Sero-conversion of sentinel pigs then
occur and the occurrence of human JE cases follows. The principal vector of JE virus in east Asia,
including Japan, is Culex tritaeniorhynchus [8,10], which reproduces in rice paddies and the
connecting canals. It prefers the blood of middle to large-sized domestic or wild animals and that of
humans. It is active in twilight and bites outdoors. It was reported that there was a positive relationship
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between the number of mosquitoes and that of JE cases [11]. The complex effect of precipitation on
the antibody-positive rate in pigs may be in part due to positive and negative effects of precipitation on
life-cycle of the vector mosquito. Certain levels of precipitation are needed to maintain water enough
for survival of larvae. High levels of rainfalls for short period of time may washout the larvae, thus,
decrease the number of mosquitoes in the area.

The life cycle of Culex tritaeniorhynchus includes 2 days of egg period, 8-10 days of larva period
and 1-2 days of pupa period, making a total of 11-14 days. Furthermore, it takes 10-12 days for the
mosquito which bit the infected pigs to become able to transmit the virus to na'we pigs. It will also take
5-7 days for the infected pig develop specific antibody to JE virus. The calculation, on one hand,
makes the results reasonable that the levels of rainfall during previous 10-40 days may wash out
larvae, and demonstrate inverse correlation with antibody-positive rate in some regions. It is, however,
difficult to explain positive correlations in other regions. The pattern of rainfalls may have undefined
effects on the antibody-positive rates to JEV. Further studies are needed to determine the discrepancies
of the results.

It has been reported that climate change has effects on arboviral diseases [1-3]. There have been
reports on the effect of climate change on JE [12,13]. In those papers, the number of JE cases was used
for analyses. The number of JE patients is affected by multiple factors, such as antibody-positive rate
in the population, levels of vaccine implementation, distributions of rice paddies and pig farms,
life-style and social infrastructure, and JE virus virulence, as well as climate changes. Even though the
level of the activity of JE virus-infected mosquitoes has increased, the number of JE patients has not
increased in the countries where most of the populations have protective immunity against JE virus.
Thus, the number of JE cases may not directly reflect the activity of JE virus in the countries, including
Japan, where JE vaccination has been widely implemented. Pigs are slaughtered to be shipped to the
market before 6 months of age, and the pigs present in May and following months were born after the
JE season ended in previous year. They are nawe to JE virus when the new epidemic season starts in
the next year. Nawe pigs are susceptible to JE virus, and develop high levels of viremia and specific
antibody after infection with JE virus. Pigs are not immunized with JE vaccine Japan. Sero-conversion
rates to JE virus among sentinel pigs most directly reflect JE virus activity in the region. Thus,
the sero-conversion rate in sentinel pigs, the parameter which is assumed to directly reflect the activity
of JE virus, has advantage over the number of JE patients. Furthermore, there have been dramatic
changes in rice-growing practices such as mechanization, introduction and withdrawal of insecticides,
introduction of growth suppressant and bactericides. These factors also could affect the sero-conversion
rates through the effect on the number of mosquitoes.

There have also been reports on the effect of climate factors on vector mosquitoes for JE
virus [14,15]. The number of vector mosquitoes is one of the important parameters which affect the
epidemic of JE [16]. The present study focused only on the effect of precipitation. We have reported
that there were statistically significant positive correlations between sero-conversion rates to JE virus
in sentinel pigs, and the daily mean temperatures, the daily maximum and the daily minimum
temperatures of the entire year and summertime in the whole country and in the four (north, central,
west and south) regions of Japan (Kurane et al., submitted manuscript). There is a possibility that the
temperature may be lower when there are higher levels of precipitation. Thus, low temperature during
the period with high levels of precipitation may in part contribute to inverse correlation between the
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levels of precipitation and antibody-positive rate in sentinel pigs. The combined effect of precipitation
and temperature is an important subject of research, and needs to be analyzed in the next series
of studies.

These results suggest that the relationship between the precipitation and the sero-conversion rate to
JE virus is complex. It is possible that not only the levels of precipitation during the designated time
period, but also the patterns of rainfall may determine the effects. The effect may be different even
with the same levels of precipitation during the designated period between heavy rain for short period
of time and low levels of constant rainfall. We could not analyze the rainfall patterns in the present
study. Further studies on the effect of the patterns of rainfall and on the combined effects of multiple
meteorological parameters are needed.

4. Conclusions

We analyzed whether precipitation has any effect on the sero-conversion rates to JE virus in
sentinel pigs, a natural host of JE virus. The sero-conversion rate in sentinel pigs best reflects the
activity of JE virus in Nature in the countries where JE vaccination has been strongly implemented and
most of the population have protective immunity.

The levels of the annual and summertime precipitation demonstrated statistically significant
positive correlations with sero-conversion rates for the whole of the country and for some regions in
Japan. On the other hand, the levels of the summertime precipitation demonstrated statistically
significant inverse correlations with the sero-conversion rates in other regions. Further, the levels of
precipitation during the preceding 10-day periods from days 1-40 before blood sample collection
showed inverse correlations with antibody-positive rates in some of the regions. The results indicate
that the effect of annual and summertime precipitation on the sero-conversion rate to JE virus is
complex; both positive and inverse effects are demonstrated, depending on the regions and possibly the
patters of rainfall.

Acknowledgments

This study was supported by the grants from Global Environment Research Fund S-8 by the
Ministry of Environment, Japan and from Research on Emerging and Re-emerging Infectious Diseases
(H20-Shinkou-ippan-015) by the Ministry of Health, Labour and Welfare, Japan. We would like to
thank Kazutaka Oka, Mizuho Information and Research Institute for technical assistance.

Data of the sero-conversion in sentinel pigs have been collected by Vaccine Preventable Diseases
Surveillance Program of Japan. We would like to thank Vaccine Preventable Disease Surveillance
program of Japan for collection of data on specific antibodies to JE virus in pigs. Vaccine Preventable
Disease Surveillance program consisted of municipal health institutes, including the Hokkaido Institute
of Public Health, Aomori Prefectural Institute of Public Health and Environment, Research Institute
for Environmental Sciences and Public Health of Iwate Prefecture, Miyagi Prefectural Institute of
Public Health and Environment, Akita Prefectural Institute of Public Health, Yamagata Prefectural
Institute of Public Health, Fukushima Institute for Public Health, Ibaraki Prefectural Institute of Public
Health, Tochigi Prefectural Institute of Public Health and Environmental Science, Gunma Prefectural
Institute of Public Health and Environmental Sciences, Saitama Institute of Public Health, Chiba



Int. J. Environ. Res. Public Health 2013, 10 1843

Prefectural Institute of Public Health, Tokyo Metropolitan Institute of Public Health, Kanagawa
Prefectural Institute of Public Health, Niigata Prefectural Institute of Public Health and Environmental
Sciences, Toyama Institute of Health, Ishikawa Prefectural Institute of Public Health and Environmental
Science, Fukui Prefectural Institute of Public Health and Environmental Science, Yamanashi Institute
for Public Health, Nagano Environmental Conservation Research Institute, Gifu Prefectural Institute of
Health and Environmental Sciences, Shizuoka Institute of Environment and Hygiene, Aichi Prefectural
Institute of Public Health, Mie Prefectural Science and Technology Promotion Center, Shiga Prefectural
Institute of Public Health and Environmental Science, Kyoto Prefectural Institute of Hygienic and
Environmental Sciences, Osaka Prefectural Institute of Public Health, Hyogo Prefectural Institute of
Public Health and Environmental Sciences, Nara Prefectural Institute for Hygiene and Environment,
Wakayama Prefectural Research Center of Environment and Public Health, Tottori Prefectural
Institute of Public Health and Environmental Science, Shimane Prefectural Institute of Public Health
and Environment Science, Okayama Prefectural Institute for Environmental Science and Public
Health, Hiroshima Prefectural Health Environment Center, Yamaguchi Prefectural Research Institute
of Public Health, Tokushima Prefectural Institute of Public Health and Environmental Sciences,
Kagawa Prefectural Research Institute for Environmental Sciences and Public Health, Ehime
Prefectural Institute of Public Health and Environmental Science, The Public Health Institute of Kochi
Prefecture, Fukuoka Institute of Health and Environmental Sciences, Saga Prefectural Institute of
Public Health and Pharmaceutical Research, Nagasaki Prefectural Institute of Public Health and
Environmental Sciences, Kumamoto Prefectural Institute of Public Health and Environmental Science,
The Oita Prefectural Institute of Health and Environment, The Miyazaki Prefectural Institute for Public
Health and Environment, Kagoshima Prefectural Institute for Environmental Research and Public
Health, Okinawa Prefectural Institute of Health and Environment and National Institute of Infectious
Diseases since 1965.

Conflict of Interest
The authors declare no conflict of interest.
References

1. Gould, E.A.; Higgs, S. Impact on climate change and other factors on emerging arbovirus
diseases. Trans. R. Soc. Trop. Med. Hig. 2009, 103, 109-121.

2. Sutherst, R.C. Global change and human vulnerability to vector-borne diseases. Clin. Microbiol.
Rev. 2004, 17, 136-173.

3. Reiter, P. Climate change and mosquito-borne disease. Env. Health Perspect. 2001, 109, 141-161.

4. McMichael, AJ. Insights from past millennia into climatic impacts on human health and survival.
Proc. Natl. Acad. Sci. USA 2012, 109, 4730-4737.

5.  McMichael, A.J. Climate change: Heat, health, and longer horizons. Proc. Natl. Acad. Sci. USA
2010, 107, 9483-9484.

6. Markandya, A.; Chiabai, A. Valuing climate change impacts on human health: Empirical evidence
from the literature. Int. J. Environ. Res. Publ. Health 2009, 6, 759-786.



Int. J. Environ. Res. Public Health 2013, 10 1844

10.
11.

12.

13.

14.

15.

16.

Gubler, D.J.; Kuno, G.; Markoff, R. Flavviruses. In Fields Virology, 5th ed.; Knipe, D.,
Howley, P.M., Eds.; Lippincott Williams & Wilkins: New York, NY, USA, 2007; pp. 1153-1252.
Oya, A.; Kurane, I. Japanese encephalitis for a reference to international travelers. J. Travel Med.
2007, 14, 259-268.

Arai, S.; Matsunaga, Y.; Takasaki, T.; Tanaka-Taya, K.; Taniguchi, K.; Okabe, N.; Kurane, I.
Vaccine Preventable Diseases Surveillance Program of Japan. Japanese encephalitis: Surveillance
and elimination effort in Japan from 1982 to 2004. Jap. J. Infect. Dis. 2008, 61, 333-338.

Rosen, L. The natural history of Japanese encephalitis virus. Annu. Rev. Microbiol. 1986, 40, 76-79.
Maeda, O.; Karaki, T.; Kuroda, A.; Karoji, Y.; Sasaki, O.; Takenokuma, K. Epidemiological
studies of Japanese encephalitis in Kyoto city area, Japan. 1l. Annual patterns of virus dissemination
on virus recoveries from unfed Culex tritaeniorhynchus summorosus. Jap. J. Med. Sci. Biol. 1978,
31, 39-51.

Bi, P.; Zhang, Y.; Parton, K.A. Weather variables and Japanese encephalitis in the metropolitan
area of Jian city, China. J. Infect. 2007, 55, 551-556.

Hsu, S.M.; Yen, A.M.; Chen, T.M. The impact of climate on Japanese encephalitis. Epidemiol.
Infect. 2008, 16, 980-987.

Suryanarayana, M.U.; Srinivasa, R.M.; Arunachalam, N. The effect od climate factors on the
distribution and abundance of Japanese encephalitis vectors in Kunool district of Andhara
Pradeshh, india. J. Vect. Borne Dis. 2010, 47, 26-32.

Musuoka, P.; Klein, T.A.; Kim, H.C.; Calborn, D.M.; Achee, N.; Andre, R. Modeling the
distribution of Culex tritaeniorhinchus to predict Japanese encephalitis distribution in Republic of
Korea. Geospcial. Health 2010, 5, 45-47.

Wada, Y. Theoretical considerations on the epidemic of Japanese encephalitis. Trop. Med. 1075,
17, 171-199.

© 2013 by the authors; licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution license
(http://creativecommons.org/licenses/by/3.0/).



